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PR AR 24 h J5 BUR, ELISA 52 B IEZH 21 TL-1B8 (IL-18 FIFLER i = A (lactate dehydrogenase A,
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g5 5 Control ZHAHLL , LPS 41 HE Yt i /R B IEA 2132 $t , Paller 343 F4 15 (P<0. 05) , ifil 3 FLAZ . Ser,
KIM-1 & TF & (P<0.05) , B E2H 21 LDHA TL-18 . IL-18 & & F il (P<0. 05), & I 20 4 p-AKT,
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p-AKT .p-mTOR .PFKFB3 22kl (P<0.05) . 5 LPS+WIN 4140 [, LPS+WIN+MHY 4] Paller 3£4>FF
& (P<0.05) , 7% Ser KIM-1 1) & 1 T+ (P<0.05) ,LDHA IL-1p . IL-18 & & | (P<0.05) , p-AKT,
p-mTOR PFKFB3 ik fin (P<0.05) . &5 WIN 0] DL e B0 AKL, JLAIL 1 ol 6 2 38 2 41 1
AKT/mTOR/PFKFB3 {55538 [ , FEAIKE WE2H SURR A KT, 02 AR AE SV o
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WINS5212-2 alleviates acute kidney injury in septic mice by regulating the AKT/

mTOR/PFKFB3 signaling pathway
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[ Abstract ] Objective  To investigate the effects of cannabinoid receptor agonist, WIN55212-2
(WIN), on acute kidney injury (AKI) in mice with sepsis and its underlying mechanism. Methods Twenty-
four healthy male mice were divided into (n=6): Control group, sepsis group (LPS group), sepsis+
WIN55212-2 group (LPS+WIN group) and sepsis+WIN55212-2+mTOR activator MHY 1485 group ( LPS+
WIN+MHY group). The sepsis model was constructed by intraperitoneal injection of LPS. After the tissue and
blood samples were harvested in 24 h after modeling, ELISA was used to determine the contents of IL-13,
IL-18 and lactate dehydrogenase A (LDHA) in the renal tissues, as well as Scr, kidney injury molecule-1
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(KIM-1) and lactic acid (LA) in the serum. HE staining was employed to observe the pathological changes of
kidney tissue and Paller score was calculated. The expression of p-AKT, p-mTOR and 6-phosphofructokinase-2/
fructose-2, 6-biphosphatase 3 ( PFKFB3)
Results Compared with the Control group, the LPS group had obvious kidney tissue damage, increased

in the renal tissues was detected by Western blotting.

Paller score (P<0.05), increased serum contents of lactic acid, Ser and KIM-1 ( P<0. 05) , up-regulated
contents of LDHA, IL-1pB and IL-18 in the renal tissues ( P<0.05), and elevated expression levels of p-AKT,
p-mTOR and PFKFB3 in the renal tissues (P<0.05). Milder pathological injury in kidney tissue, decreased
Paller score (P<0.05), reduced contents of lactic acid, Scr and KIM-1 ( P<0.05), decreased contents of
LDHA, IL-1B and IL-18 (P<0.05), and lower expression of p-AKT, p-mTOR and PFKFB3 were observed
in the LPS+WIN group than the LPS group (P<0.05). The LPS+WIN+MHY group had notably higher Paller
score (P<0.05), raised contents of lactic acid, Scr and KIM-1 ( P<0.05), increased contents of LDHA ,
IL-18 and IL-18 (P<0.05), and up-regulated expression of p-AKT, p-mTOR and PFKFB3 ( P<0.05) when
compared with the LPS+WIN group. Conclusion WIN can alleviate AKI in sepsis, and it may reduce the
level of glycolysis in renal tissue, and alleviate inflammation through inhibiting AKT/mTOR/PFKFB3
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signaling pathway.
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LPS(10 mg/kg) "™ ; @ e iE + WIN55212-2 41 (LPS+
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BT R%E 1 Bl (high mobility group box 1 protein,
HMGB1 ) £ 4 [ 1, 177 B il 4 1 fifp 328 42 ] AL Mk 25
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AKT-mTOR {5538 % AT 38 5o P8 45 T Wkl o3+, 18 49
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CWHBE 2 (hexokinase2 , HK2) , DT 3 55 A7 48005 9% fiF
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TR IHOR T g i S MBI 4 SR A AR S g
— 3, EHTIEIEA & B, WIN R4 ] LPS i 311
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